(19) 




Europaisches Patentamt 
European Patent Office 
Office europeen des brevets 



(12) 



(43) Date of publication: 

17.07.2002 Bulletin 2002/29 

(21) Application number: 01120597.8 

(22) Date of filing: 29.08.2001 



(11) EP 1 223 421 A2 

EUROPEAN PATENT APPLICATION 

(51) mt ci7: G01N 21/25, G01N 21/64 



(84) Designated Contracting States: 


(72) Inventors: 


AT BE CH CY DE DK ES Fl FR GB GR IE IT LI LU 


• Tanaami, Takeo, Yokogawa Electric Corporation 


MCNLPTSETR 


Musashino-shi, Tokyo 180-8750 (JP) 


Designated Extension States: 


• Sugiyama, Yumiko, 


ALLTLVMKROSI 


Yokogawa Electric Corporation 
Musashino-shi, Tokyo 180-8750 (JP) 


(30) Priority: 10.01.2001 J P 2001002264 


(74) Representative: Henkel, Feiler, Hanzel 


(71 ) Applicant: Yokogawa Electric Corporation 


Mohlstrasse 37 


Tokyo 180-8750 (JP) 


81675 Munchen (DE) 



(54) Biochip reader 

(57) The present invention provides a biochip read- 
er for reading image information appropriate for a plu- 
rality of samples with an optical detector, by emitting a 
plurality of light beams onto a biochip on which the plu- 
rality of samples are arranged In spots or linear arrays. 
The biochip reader is configured so that the spatial po- 
sitions of the plurality of samples and the plurality of light 
beams agree with each other. Since this biochip reader 



configuration requires no scanning, it is possible to read 
image information from multiple samples at high speed. 
Furthermore, as long as a comparison is made with ref- 
erence to the same duration of reading, the required lev- 
el of light intensity decreases as the number of beams 
increases. Thus, there is no need for emitting high-in- 
tensity beams of laser light as seen in the prior art. Con- 
sequently, there is virtually no risk of bleaching fluores- 
cent stain. 
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Description 

BACKGROUND OF THE INVENTION 
Field of the Invention 

[0001 ] The present invention relates to a biochip read- 
erfor reading the wavelengths of fluorescence resulting 
from the excitation of samples on a biochip with excita- 
tion light. More specifically, the invention relates to im- 
provements made in order to increase the speed of 
measurement, simplify the biochip reader, reduce dam- 
age to the samples, and make uniform the distribution 
of intensity within a spot of light that is formed when ex- 
citation laser light is condensed with a microiens. 

Description of the Prior Art 

[0002] There has been apparatus for detecting and 
analyzing DNA or protein segments by marking the seg- 
ments with a fluorescent substance, emitting laser light 
onto them, and reading fluorescent light thus produced. 
In this type of apparatus, a biochip on which such sam- 
ples as DNA or protein segments marked with a fluores- 
cent substance are spotted in arrays is used. 
[0003] FIG. 1 is a conceptual schematic view showing 
one example of a conventional epi-illuminated biochip 
reader. In this biochip reader, 1) a plu rarity of DNA mol- 
ecules (genes) A, B, C, ... with known sequences are 
combined and arranged on a substrate PL to form a bi- 
ochip 6, as shown in FIG. 1 a, 2) the biochip 6 is hybrid- 
ized with an unknown gene a, as shown in FIG. 1 b, and 
3) the result of hybridization is read using such a mech- 
anism as shown in FIG. 1c. 

[0004] In FIG . 1 c, light (laser light) emitted from a light 
source 1 is collimated by a lens 2, made to pass through 
a dichroic mirror 4, and then condensed onto the biochip 
6 by a lens 3. Light returning from the biochip 6 is 
changed back to parallel light by means of a lens 3, is 
reflected by the dichroic mirror 4, and forms an image 
on a detector 9 by means of a lens 8. 
[0005] In this case, a stage (not shown in the figure) 
on which the biochip 6 is mounted is moved in the X/Y- 
axis direction by drive means (not shown in the figure) 
so that the surface of the biochip 6 is optically scanned 
and a surface image is obtained. 
[0006] However, such a prior art biochip reader as de- 
scribed above has had problems. One problem is that 
the stage is scanned using a single spot of light beamed 
at the biochip 6, in order to obtain the surface image of 
the biochip. This method is disadvantageous since a 
stage drive mechanism is complex and it takes a long 
time to obtain the image. 
. [0007] Another problem is that the intensity of a light 
beam must be high in the case of the prior art biochip 
reader. This is also disadvantageous since a high level 
of light intensity causes fluorescent stain to bleach more 
easily. 
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[0008] Yet another problem is that a spot of high-in- 
tensity light is liable to cause the detector 9 or a subse- 
quent A/D converter to saturate. For this reason, the 
gain of the detector or converter must be lowered. This 
5 is also disadvantageous since lowering the gain prohib- 
its the measurement of weak light and, therefore, results 
in a narrower dynamic range of measurement. 

SUMMARY OF THE INVENTION 

10 

[0009] An object of the present invention is to solve 
the above-mentioned problems by providing a biochip 
reader that eliminates the need for moving a stage on 
which samples are placed, as practiced in the prior art, 
is and that involves virtually no risk of bleaching fluores- 
cent stain. Thus, the present invention is intended to 
provide a simple-structured biochip reader capable of 
measuring even weak light. 

[0010] In order to attain the above-described object, 

20 a biochip reader is provided for reading image informa- 
tion appropriate for a plurality of samples with an optical 
detector, by emitting a plurality of light beams onto a bi- 
ochip on which the plurality of samples are arranged in 
spots or linear arrays, wherein the biochip reader is con- 

25 figured so that the spatial positions of the plurality of 
samples and the plurality of light beams agree with each 
other, as defined in claim 1 of the present invention. 
[0011] This biochip reader configuration eliminates 
the need for moving a stage and permits non-scanned 

30 reading of image information from a plurality of samples. 
Furthermore, as long as a comparison is made with ref- 
erence to the same duration of reading, the required lev- 
el of light intensity decreases as the number of beams 
increases. Thus, there is no need for emitting high-in- 

35 tensity beams of laser light, as seen in the prior art and, 
therefore, there is virtually no risk of bleaching fluores- 
cent stain. Consequently, it is possible to realize a bio- 
chip reader capable of measuring even weak light. 
[0012] As described in claim 2 of the present inven- 

40 tion, in the above-mentioned biochip reader configura- 
tion, it is also possible for a light beam emitted onto any 
one of the plurality of samples to form an image at a 
position on the optical axis different from any position 
on the surface of the sample. As a result, a spot of light 

45 on the biochip will have an almost uniform intensity dis- 
tribution across its entirety, and the distribution of exci- 
tation light intensity will no longer affect the sample. 
[0013] Note that when a biochip is mounted at a po- 
sition on the optical axis beyond the focal point of an 

so objective lens, the working distance increases and 
therefore the efficiency of such work as mounting or re- 
moving the biochip improves. 

[0014] As described in claim 3 of the present inven- 
tion, it is also possible for a fluorescent image from the 
55 above-mentioned sample to form at a position on the 
optical axis different from any position on the surface of 
a detector. As a result, it is possible to reduce intensity 
bias in the detector or an A/D converter, and thus widen 
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the dynamic range of measurement. 
[0015] As described in claim 4 of the present inven- 
tion, the above-mentioned emitted light beam may be 
made obliquely incident on the sample, so that the flu- 
orescent image from the sample and the image of exci- 5 
tation light are separated from each other As a result, 
background noise due to the excitation light can be re- 
moved. 

[0016] As described in claim 5 of the present inven- 
tion, the fluorescent image and the image of excitation 10 
light from the sample may be formed at positions on the 
detector distant from each other. As a result, it is possi- 
ble to easily remove the reflection image of excitation 
light during the image processing stage. 

15 

BRIEF DESCRIPTION OF THE DRAWINGS 
[0017] 

FIG. 1 is a schematic view showing one example of 20 
a prior art biochip reader. . 

FIG. 2 is a schematic view showing one embodi- 
ment of the biochip reader according to the present 
invention. 

FIG. 3 is a schematic view showing a comparison 
In size between the spots of the image and samples. 

FIG. 4 is a schematic view showing another embod- 
iment of the biochip reader according to the present 
invention. 

FIG. 5 is a schematic view showing a comparison 
in size between the focal spots and samples. 

FIG. 6 is a graph showing a comparison in the in- 
tensity distribution between the spots of beams in 
focus and out of focus. 

FIG. 7 is a schematic view showing one embodi- 
ment of how a biochip is positioned in a biochip 
reader. 

FIG. 8 is a schematic view illustrating the case when 
a light beam incident on a biochip is inclined. 

DETAILED DESCRIPTION OF THE PREFERRED 
EMBODIMENTS 

[001 8] Preferred embodiments will now be described 
in detail with reference to the accompanying drawings. 
FIG. 2 is a schematic view showing one embodiment of 
the biochip reader according to the present invention. In 
FIG. 2, beams of light from a light source 1 are collimat- 
ed by a lens 2 and condensed by the microlenses ML 
of a microlens array MA arranged at the same spacing 
interval as the pitch P of samples on a biochip 6. Then, 



the beams are collimated by a lens 3, reflected by a di- 
chroic mirror 4, and form images on the biochip 6 by 
means of an objective lens 5. 

[0019] Respective spots on the biochip 6 are excited 
by the beams condensed thereupon, thereby causing 
the spots to emit fluorescent light. The fluorescent light 
passes through the objective lens 5, the dichroic mirror 
4 and a filter 7 in this sequence, and forms an image on 
the detector 9 by means of a lens 8. Consequently, it is 
possible to obtain the surface image of samples without 
having to perform optical scanning. 
[0020] Note that the size A of image spots formed by 
the microlens, array MA is designed to be basically the 
same as the sizes S1 , S2, ... of samples, as shown in 
FIG. 3. 

[0021] FIG. 4 is a schematic view showing another 
embodiment of the biochip reader according to the 
present invention. Note that in the case of the biochip 
reader of FIG. 2, spots on the biochip are excited under 
the intensity distribution of spots of light condensed by 
the lens 5. Therefore, fluorescent light is produced in a 
non-uniform manner within each spot of the biochip. As 
a result, the magnitude of excitation is high in the middle 
area of the spot, whereas the magnitude is low in the 
peripheral area. Thus, the intensity distribution affects 
the intensity of fluorescence itself. In other words, high- 
intensity fluorescence occurs in the middle area, where- 
as only iow-intensity fluorescence occurs in the periph- 
eral area. Furthermore, fluorescent stain bleaches more 
easily in the middle area than in the peripheral area. 
[0022] The biochip reader of FIG. 4 according to the 
present invention is the result of solving such problems 
as noted above. Although the respective elements of 
FIG. 4 are identical to those of FIG. 2, the biochip reader 
of FIG. 4 differs from that of FIG. 2 in that emitted light 
is focused at a position on the optical axis different from 
any position on the surface of the biochip 6. 
[0023] In FIG. 4, beams of light from the light source 
1 are coliimated by a lens 2 and condensed by a micro- 
lens array MA arranged at the same spacing interval as 
the pitch P of samples on a biochip 6. The process of 
operation up to this point is the same as that seen in the 
embodiment of FIG. 2. 

[0024] The beams are then reflected by a dichroic mir- 
ror 4 and focused at a position on the optical axis (indi- 
cated by dashed lines In FIG, 4) different from any po- 
sition on the surface of the biochip 6, by means of the 
objective lens 5. In other words, the beams are placed 
in an off-focus state (defocused) on the biochip 6. 
[0025] Consequently. the focal spots A of beams emit- 
ted to the samples are greater than the sizes S1 , S2, S3 
and S4 of the samples, as shown in FIG. 5. 
[0026] FIG. 6 is a graph showing a comparison in the 
intensity distribution between the spots of beams in fo- 
cus and out of. focus emitted to a sample. As is also ev- 
ident from this figure, off -focus spots A have an almost 
uniform distribution of intensity within the size-S1 , -S2, 
-S3 and -S4 spots on the biochip. 
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[0027] Each spot on the biochip is excited by this de- 
focused beam of laser light and emits fluorescent light. 
This fluorescent light passes through the objective lens 
5, the dichroic mirror 4 and a filter 7, and forms an image 
on the detector 9 by means of a lens 8. In this case, the 5 
position of the image-forming lens 8 is pre-adjusted so 
that both the image-formed surface of the detector 9 and 
the surface of the biochip 6 have the same focal length. 
[0028] As described above in accordance with the 
present invention, spots on the biochip are excited in to 
their entirety under an almost uniform distribution of light 
intensity. Consequently it is possible to easily obtain a 
fluorescent image virtually free from effects due to the 
intensity distribution of excitation light. 
[0029] In FIG. 4, the biochip is mounted at a position 75 
on this side of the focal point of the objective lens 5. 
Alternatively, the biochip may be mounted at a position 
on the far side of the focal point, as shown in FIG. 7. 
This method of mounting is advantageous since a work- 
ing distance d increases, thereby facilitating such work 20 
as mounting or removing the biochip. 
[0030] In the above-mentioned mounting method, it is 
preferable that an image of spots on the biochip be 
formed on the detector 9 in an out of focus manner. This 
strategy makes it possible to reduce intensity bias in the 25 
detector (e.g., CCD) or a subsequent A/D converter, and 
thus widen the dynamic range of measurement. 
[0031 ] It may also be possible to incline beams of ex- 
citation light incident on the biochip 6, as shown in FIG. 
8a. As a result, the excitation light does not retrace its 30 
original optical path, and so background noise due to 
the excitation light can be removed. It is particularly ad- 
vantageous to form a fluorescent image and the reflec- 
tion image of the excitation light in such a manner that 
the images do not overlap with each other on the detec- 
tor 9, as shown in FIG. 8b, because background noise 
can be easily removed during later image processing. 
[0032] Even if the incident light is inclined as shown 
in FIG. 8, fluorescent light is emitted over a 360-degree 
range. Accordingly, the excitation light is condensed 
without any loss by the objective lens to form an image 
on the detector 9. 

[0033] It may also be possible to incline the biochip 6 
itself at an angle to the axis of incidence, rather than 
inclining the incident light, while keeping the optical axis 
of the incident light vertical. 

[0034] In the above-described embodiments, only the 
case of circular samples is cited, though the samples 
may also be rectangular or linear. 
[0035] As described heretofore, the present invention 
has the following advantageous effects: 
[0036] 1 ) it is possible to read image information from 
a plurality of samples without the need for moving the 
stage, as practiced in the prior art, and scanning the 
samples. Consequently, the speed of measurement can 
be easily increased. 

[0037] Furthermore, as long as a comparison is made 
with reference to the same duration of reading/the re- 



quired level of light intensity decreases as the number 
of beams increases. Thus, there is no need for emitting 
high-intensity beams of laser light as seen in the prior 
art. This means there is virtually no risk of bleaching flu- 
orescent stain. Consequently, it is possible to provide a 
simple-structured biochip reader capable of measuring 
even weak light. 

[0038] 2) It is possible for a light beam emitted onto 
any one of the plurality of samples to form an image at 
a position on the optical axis different from any position 
on the surface of the sample. As a result, a spot of light 
on the biochip will have an almost uniform intensity dis- 
tribution across its entirety, and the distribution of exci- 
tation light intensity will no longer affect the sample. 
[0039] 3) It is possible for a fluorescent image from a 
sample to form at a position on the optical axis different 
from any position on the surface of a detector. As a re- 
sult, it is possible to reduce intensity bias In the detector 
or a subsequent A/D converter, and thus easily widen 
the dynamic range of measurement. 
[0040] 4) The biochip reader may be configured in 
such a manner that an emitted light beam is made ob- 
liquely incident on a sample. As a result, a fluorescent 
image and the image of excitation light from the sample 
are separated from each other, and so background 
noise due to the excitation light can be removed. 
[0041] 5) The biochip reader may be configured such 
that a fluorescent image and the reflection image of ex- 
citation light from samples form at positions on the de- 
tector distant from each other. As a result, it is possible 
to easily remove the reflection image during the image 
processing stage. 



35 Claims 

1 . A biochip reader for reading image information ap- 
propriate for a plurality of samples with an optical 
detector, by emitting a plurality of light beams onto 

40 .. a biochip on which said plurality of samples are ar- 
ranged in spots or linear arrays, wherein said bio- 
chip reader is configured so that the spatial posi- 
tions of said plurality of samples and said plurality 
of light beams agree with each other. 

45 

2. The biochip reader of claim 1 , wherein a light beam 
emitted to each of said plurality of samples forms 
an image at a position on an optical axis . different 
from any position on the surface of said sample. 

so 

3. The biochip reader of claim 1 , wherein a fluorescent 
image from said sample forms at a position on an 
optical axis different from any position on the sur- 
face of said detector. - 

55 

4. The biochip reader of claim 1 , wherein said emitted 
light beam is made obliquely incident on said sam- 
ple so that a fluorescent image from said sample 
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and the image of excitation light are separated from 
each other. 

5. The biochip reader of claim 4, wherein said fluores- 
cent image from said sample and said image of ex- 5 
citation light form at positions on a detector distant 
from each other. 
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(54) Biochip reader 

(57) The present invention provides a biochip read- 
er for reading image information appropriate for a plu- 
rality of samples with an optical detector, by emitting a 
plurality of light beams onto a biochip on which the plu- 
rality of samples are arranged in spots or linear arrays. 
The biochip reader is configured so that the spatial po- 
sitions of the plurality of samples and the plurality of light 
beams agree with each other. Since this biochip reader 



configuration requires no scanning, it is possible to read 
image information from multiple samples at high speed. 
Furthermore, as long as a comparison is made with ref- 
erence to the same duration of reading, the required lev- 
el of light intensity decreases as the number of beams 
increases. Thus, there is no need for emitting high-in- 
tensity beams of laser light as seen in the prior art. Con- 
sequently, there is virtually no risk of bleaching fluores- 
cent stain. 
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